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Pedepar:

1. Incepranifina po60oTa IpucBsIYeHa po3po0Lii TEXHOJIOTIi Ta METOiB aHali3y HOBUX O(TalIbMOJIOTIYHNIX
JliKapCbKUX 3aC00iB Ha OCHOBI 1,2,4-Tpua3osy. B xo/ii BUKOHaHHS JOCIiIKeHHs [TPOBeeHi NOCiIPKeHHS 3 BUOOpY
IIOMTOMIKHUX PEUYOBUH 3 METOIO CTBOPEHHSI OYHUX KparneJsib «AHTi0iH». [I719 CTBOpEHHS 0YHUX Kparesib «AHTIOTiH»
BUKOPUCTOBYBAJIU HACTYIIHI JOMOMDKHI pEYOBUHU: HATPIIO XJIOPKU, METUJILIEJIIOIIO3a Ta BOJA ouymieHa. Hanmasi
MIPOBENIEHA €KCIIEPUMEHTAJIbHA YaCTUHA BU3HAUYEHHS OCMOJISITIBHOCTI PO3YMHY OYHUX Kparesb «AHTIOMiH»,
nifgibpaHa onTUMasbHa KOHIIEHTPALlisl TOMTOMI’KHUX PEYOBUH, JJIS BUTOTOBJIEHHSI OYHUX Kparesib «AHTioiH». B
pe3ysbTaTi pob0TU PO3po6JIEHO CKJIAT, OYHUX Kpanesb «AHriosin»: aHriosiny 1,0 r, Hatpito xsopug, 0,7 T,
meTtunnemnonosu 0, 5 r, Boagu ounmeHoi 100,00 mi. B nopanpimomMy rnpoBefeHo MiKpo6iosioriyHe oCiiKeHHs

OYHMX KpalleJib «AHTi0JIiH». 3a pe3yabTaTaMU JOCJiIKEHHS BCTAHOBJIEHO, 10 3PDOCTAHHS KOJIOHIM MiKpOOPTraHi3MiB



He BUSIBJIEHO. B nojanbsumomMy po3po6sieHo METOAMKY CTaHIApPTU3allii OYHUX Kparnesb «AHTI0iH» METOI0M
criekTpodoromeTpii. 3a ocHOBY OyB B3sATHIT MOAM(DiKOBaHUH CIIEKTPOPOTOMETPUIHUI METO/, aHaJIi3y CyOCTaHIIi]
aHriosiny. B 1abopaTopHuX yMOBax 6yJi0 BUTOTOBJIEHO IiCTh cepill 1% O04HUX Kpalnesb «AHTi0JiHY, 10 CKJIaAy sIKOTO
BXOJWJIM TaKi JOTNIOMIXKHI pEeYOBMHHU,SIK: HATPIIO XJIOPU], METUILIEJI0J103a Ta BOJA OunieHa. [l MigTBepI KEeHHS
IOCTOBIPHOCTI METOIMKU CIIEKTPOCKONIYHOTO AOCTiIKEeHHs OYJI0 37iiICHEHO aHali3 6-TU cepiil OUHMX KparleJlb
«AHrionin» ((S)-2,6-giamiHorekcanoBa kucsiorta 3-meTui-1,2,4-Tpuasosnin-5-rioauerar). 17151 KOKHOTO pO3UnHY
OyJ10 3HATO CIIEKTPU NOTJIMHAHHA B Aiana3oHi 200-300 HM. [TonepeMiHHO 0yJI0 3HSTO CIIEKTPU MOTJIMHAHHS
BUIIPOOYBAHOTO PO3YMHY i pO3YMHY POOOYOro CTaHAAPTHOTO 3pa3Ky. OCKIiIbKY 10 CKJIAJy OYHUX KpaImeJb
«AHTiOJIiH» BXOAUTH NONIOMIDKHA PEYOBHUHA HATPIIO XJIOpKU], 6YJI0 3aIIPOIIOHOBAHO Ta [IPOBEJEHO KijllbKicHe
BU3HA4YEHHS METOJIOM apreHTOMETDii, a came metogom Posibrapzaa (MeTo, 3BOPOTHOTO TUTPYBAHHS). 32
pe3yJbTaTamu, IKiOyJIMOTpUMaHi [IpY KiJIbKiCHOMY BU3HAU€HHI HATPil0 XJIOPUAY B OUHUX KPAIJISIX «AHTiO/iH»
METO/IOM apreHTOMeTpii 3HaxoguTbcs B Mexkax 0,7012-0,7188 r/mi. Ha kadenpi papmanestudHoi ximii 3[IMY 6ynu
BUT'OTOBJIEHI IICTb Cepill OUHUX Kpallesb «AHTiO0JiH», BUKOPHUCTOBYBAJIU CYOCTAHLIiI0 aHTIOJIiH Ta pobounii
CTaHJAPTHUI 3Pa30K, SIK JOIOMIXHI pEYOBMHU BUKOPUCTOBYBAJIM METHUJILIEIIIOJIO3Y, HATPIIO XJIOPU], BOAY OUYMILEHY.
B nopansiomy 6ys10 po3po6sieHa HaCTyIIHy METOJMKY KiJIbKiCHOrO BU3HAU€HHS [1il0490i pe4yoBUHU aHrioJiH ((S)-2,6-
IiaMiHOTeKCaHOBOi KUCJIOTH 3-MeTuii-1,2,4-Tpuasosin-5-TioaleTaTy) B O4YHUX Kparesb «AHTioniH» MeTogom BEPX.
J71s1 mocCliIpKeHHs TOTYBajIM HACTYIIHI pO3YMHU: BUIIPOOOBYBAaHUI PO3UMH, PO3UMH IIOPIBHSIHHA (2), pO3YUH
nopiBHsHHA (b). BcTaHOBMIIY, 1110 BMICT aHTiosiHy B 1% ouHMX Kpamsax B cepii N21 3HaxoauTbcs B Mexxax Biz 0,9850
1o 1,01 r, To6TO 32 BMiCTOM [1i1040i pe4OBUHM [IOCTIiIKyBaHa cepis Bifnosinae Bumoram JOY. Hagani
[IpoaHasli3yBajy iHILIi 5 cepiit OYHUX Kpallesb «AHTi0JIiH», KOTPi TaKOX BifnoBinanu papMakoneHUM BUMOTraM 3a
BMiCTOM [1il0401 pEYOBMHH, a KiJIbKICTb JIil040i peYOBUHU 3HAXOAUTHCS B Mexax Bif 0,988 no 1,06. Po3pobieno
METOJIUKY KiJIbKiCHOrO BU3Ha4eHHs 1% OYHMX Kpareb «AHTiosiH» meTonom BEPX, ska € BifTBOPIOBAaHOO, TOYHOIO
Ta HaZJali MOXKe OyTU 3aCTOCOBAHA IiJi Yac KOHTPOJIIO SIKOCTi CTBOPEHOi 04HOI slikapchKoi popmu. Jasi npoBeneHa
Baslizjallis po3po6aeHUX METOUK OYHUX Kparesb «AHTriosiHy». [Ticas mpoBeieHHs Baifallii po3po6ieHuX METOAUK
BM3HAYEHHA KiJIbKICHOT'O BMICTY 71i1040i Ta JOIIOMI’)KHOI PEYOBMHU B OYHUX KPAIUISAX «AHTIOJiIH» BCi IOKa3HUKU
Bignosinanu Bumoram JJ®Y. B xoni pob6oty po3pobieHa creundikalis Ha OYHi Kparuli «AHTioiH», a TaKOX

METOJ KA SIKICHOTr'O Ta KiJIbKICHOrO BU3HAY€HHS [1iI040i Ta JOMOMIKHOI p€YOBMH B OYHUX Kpamjsax metogom BEPX.
Po3pob6neHo npoexkt MKS Ha ouHi Kpamli «AHTi0/iH». PO3p06s1eHO METOLIMKY KiJIbKiICHOIO BU3HAYEHHSI 1i040i
PEYOBMHU B OYHMX Kpamisix MmetogoM BEPX, siky anipo6oBaHO Ta BIPOBAAKEHO Y cucTeMy SIKOCTi AT «Jlekxim-
XapkiB». Takox 6yJ10 IPOBELEHO AOCIIIKEHHS CTabiIbHOCTI OYHUX Kparesb «AHTIOJiH» [J1s1 BUSBHAY€HHS TEPMiHy
IIPUIATHOCTI Ta yMOB 36epiraHHs. OTpuMaHi pe3ysbTaTU JOBEJIU CTabiIbHICTh OYHUX KpalleJb i 6yJI0 BUBHAYEHO
TepMiH mpuAaTHOCTi 1 pik B cyxoMmy, 3aXUIIeHOMY BiJl CBiTJIa Miclli, Ipu TemmnepaTypi He Buiie 25°C. Ha migcrasi
KOMILJIEKCY 6i0JIOTIYHUX IOCTiIKeHb BU3HAYEHO (PApMaKOJIOTiYHi XapaKTePUCTUKU OYHUX Kparnesb. JJocimKena
eKCIlepMMEeHTaJIbHA OLiHKa crielnivHOi aKTUBHOCTI HOBOI JlikapchKoi (POpMU aHTiOJiHY TPU MOJIEe/II0OBaHH]
KaTapakTu. BuBueHO e(peKTUBHICTb 1% OYHUX Kparlesb AHTIOJIiH B YMOBax MOJEJIIOBAaHHS KaTapakTy. JloCiIkeHo
(papMaxoJIOTiuHy aKTUBHICTb OYHUX KparneJsib «AHTI0iH» NpU XiMiYHOMY MOJ€/II0OBaHHI OMikiB ouyeil. BctaHoBEHO,
10 O4Hi Kparii AHTrioJiH B KOHIeHTpanisx: 1%, 1,5%, 2%, 2,5% BUSBISIOTH IPAKTUYHO OJJHAKOBY (PapMaKoJIOTriyHy
aKTUBHICTb, 2 HANO1/IbII e(DEKTUBHUMU BUSBUINCS 1% OYHI Kparjli AHTiOJIiH, 10 Ja€ HaM MO>XKJIMBICTb NIOAAIbIIOTO
iX BUBYEHHS. 3a pe3yJbTaTaMU JOCIiIKEHHS BCTAHOBJIEHO, 110 O4HI Kparuli AHTIOJIiH NIPOBIISAIOTh BUCOKY

[IPOTM3AaIaabHy, PAHO3arOBaJIbHY, peNapaTUBHY aKTUBHICTD IIPU JIIKYBaHHI KaTapaKTU Ta OIIiKiB OYEM.

2. The thesis paper is devoted to the development of technology and methods of analysis of new ophthalmic drugs
based on 1,2,4-triazole. In the course of the study, the selection of excipients in order to create eye Angiolin drops
was performed. The following excipients were used to create Angiolin eye drops: sodium choride, methylcellulose
and purified water. Subsequently, we carried out the experimental part of determining the osmolality of the
solution of Angiolin eye drops, selected the optimal concentration of excipients for these drops. As a result, the
composition of Angiolin eye drops was developed: angiolin 1.0 g, sodium chloride 0.7 g, methylcellulose 0.5 g,
purified water 100.00 ml. Subsequently, a microbiological study of Angiolin eye drops was carried out. According to
the results of the study, it was found that the growth of colonies of microorganisms was not detected. In the



future, a method of standardization of Angiolin eye drops by spectrophotometry was developed. A modified
spectrophotometric method of angioline substance analysis was taken as a basis. Six batches of 1% Angiolin eye
drops were made in the laboratory, which included such excipients as sodium chloride, methylcellulose and
purified water. To confirm the reliability of the method of spectroscopic examination, an analysis of 6 series of
Angiolin eye drops (S) -2,6-diaminohexanoic acid 3-methyl-1,2,4-triazolyl- 5-thioacetate was carried out. For each
solution, absorption spectra in the range of 200- BOO nm were taken. The absorption spectra of the test solution
and the solution of the work standard were taken alternately. Since Angiolin eye drops contain the excipient
sodium chloride, a quantitative determination was proposed and carried out by the method of argentometry,
namely by the Folgard method (inverse titration method). According to the results obtained by quantitative
determination during argentometry the content of sodium chloride in Angiolin eye drops varies in the range of
0.7012-0.7188 g/ml. The Department of Pharmaceutical Chemistry of ZSMU produced six series of Angiolin eye
drops, using the angioline substance and work standard; methylcellulose, sodium chloride and purified water were
used as excipients. Subsequently, the following method was developed for the quantitative determination of the
active substance angioline ((S) -2,6-diaminohexanoic acid 3- methyl-1,2,4-triazolyl-5-thioacetate) in Angiolin eye
drops by HPLC. The following solutions were prepared for the study: test solution, comparison solution (a),
comparison solution (b). It was found that the content of angioline in 1% eye drops in the series N1 is in the range
from 0.9850 to 1.01 g, i.e. the content of the active substance in the test series meets the requirements of SPU.
Further we analyzed other 5 series of Angiolin eye drops, which also met the pharmacopoeial requirements for the
content of the active substance, and the amount of active substance is in the range from 0.988 to 1.06. A method
for quantitative determination of 1% of Angiolin eye drops by HPLC has been developed, which is reproducible,
accurate and can be further used in quality control of the created eye dosage form. After validation of the
developed methods for determining the quantitative content of the active ingredient and excipient in these eye
drops, all indicators met the requirements of the SPU. In the process, the specification for Angiolin eye drops was
developed, as well as the method of qualitative and quantitative determination of active and auxiliary substances in
eye drops by HPLC. The ICJ project for Angiolin eye drops has been developed. A method for quantitative
determination of the active substance in eye drops by HPLC has been developed, which has been tested and
implemented in the quality system of JSC "Lekhim-Kharkiv". A study of the stability of Angiolin eye drops was also
carried out to determine the shelf life and storage conditions. The results proved the stability of eye drops and
determined the shelf life of 1 year in a dry, dark place at a temperature not exceeding 25°C. On the basis of a
complex of biological studies, the pharmacological characteristics of eye drops are defined. An experimental
evaluation of the specific activity of a new dosage form of angioline in cataract modeling has been studied. The
effectiveness of 1% Angiolin eye drops in cataract modeling was studied. The pharmacological activity of Angiolin
eye drops in chemical modeling of eye burns was studied. It was found that Angiolin eye drops in concentrations:
1%, 1.5%, 2%, 2.5% show almost the same pharmacological activity, and the most effective were 1% Angiolin eye
drops, which gives us the opportunity to further study them. According to the results of the study, it was found
that Angiolin eye drops show high anti-inflammatory, wound-healing, reparative activity in the treatment of
cataracts and eye burns.
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